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Amendments to the drawings: 

The attached sheets of drawings rndude changes to Figs. 6-9. These sheets 
replace the original sheets. Figs. 6-9. In Figs. 6-9, sequence identifiers have been 
added. 
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REMARKS 

Applicants thank Examiners Haddad and Chan for the Interview conducted on 
July 18, 2005 in connection with this application. 

Summary of Office Action 

Claims 49-57 are pending in the application. Applicants' specification was 
objected to for failing to include sequence identifiers. Claims 50 and 53 were objected 
to because of informalities. Claim 57 was rejected under 35 U.S.C. § 112, second 
paragraph. Claims 49-57 were rejected under 35 U.S.C. § 112, finst paragraph. Claims 
49-53 and 55-57 were rejected under 35 U.S.C. § 102 (a). Claims 50, 53. 54, and 56 
were rejected under 35 U.S.C. § 103(a). Each of these issues is addressed as follows. 

Amendments 

To expedite prosecution, claims 52-57 have been cancelled, without prejudice. 
All pending rejections as applied to the cancelled subject matter are therefore moot. 
Applicants reserve the right to pursue the cancelled subject matter in this or a 
continuing application. 

Objection under 37 C.F.R, S 1-821fd) 

The OfRce has objected to Applicants' spedfication under 37 C.F.R. § 1.821(d) 
as failing to provide a sequence identifier for individual sequences identified on page 1 1 
(lines 20-30) in Figs, 6-9. To address this issue, Applicants have amended the 
specification to include sequence identifiers for sequences found on page 1 1 (lines 20- 
30). In addition, Figs, 6-9 have been amended to include sequence identifiers. 
"Replacement Sheets" for Figs. 6-9 are enclosed. "Annotated Sheets Showing 
Changes" are also enclosed. No new matter has been added. 
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Informalities 

Claims 50 and 53 were objected to on tiie grounds tiiat the alternative operator 
"of is repeated twice in eacfi claim and should only be used once. The present 
amendment addresses this issue, and the objection to claim 50 should therefore be 
withdrawn. The objection to claim 53 is moot in view of the cancellation of this claim. 

Rejection under 35 U.S.C. § 1 12. second paragraph 

Claim 57 was rejected under 35 U.S.C. § 112, second paragraph as being 
indefinite for omitting essential steps. This rejection is moot in view of the cancellation 
of claim 57. 

Rejection under 35 U.S.C. $ 112. first paragraph fnew matter) 

Claims 50 and 52-57 were rejected under 35 U.S.C. § 112, first paragraph, as 

containing subject matter which was not described in the specification in such a way as 

to reasonably convey to one skilled in the relevant art that the ]nventor(s), at the time 

the application was filed had possession of the claimed invention. The Examiner states: 

(a) The phrase "scFv" claimed in claim 50. line 1 , and 53 
line, 6, (b) the phrase "having the capacity to partially inhibit 
fVlll activity" claimed in claims, 50, line 3, claim 53, line 7 1- 
2, claims 56-57, last line, (c) the phrase "80% identical to the 
amino add sequence depicted in figure 8 and/or a variable 
light chain sequence being at least 80% identical to the 
amino acid sequence depicted in figure 9" claimed in claim 
52, line 2-4 and (d) the phrase ''having the capacity of 
partially inactivating factor VIII activity when said monoclonal 
antibody is in a physiological excess" claimed in claim 52, 
lines 5-6 represent a departure from the specification and 
the claims as originally filed. 

For the following reasons. Applicants respectfully traverse this rejection. 
scFVs 

Support for the fact that scFVs were envisaged in the specification as filed is 
found, for example, on page 1, lines 6-7 ("The present invention relates to novel cell 
lines and to ligands, namely human and/or humanized monoclonal antibodies, as well 

6 
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as fragments such as Fab. Fab\ F(ab')2. scFv, single variable domains, 
complementarity determining regions, derivatives, homologs and combinations thereof, 
obtainable from the said cell lines (emphasis added).") and on page i3, lines 10-13 
("The present invention also provides fragments of any of the above monoclonal 
antibodies such as Fab, Fab', F(ab')2, scFv, CDR's, single variable domains as well as 
derivatives, homologs and combinations of these (emphasis added).") 

Having the capacity to partially Inhibit fVlll activity 

The phrase ''having the capacity to partially inhibit tVIII activity" is supported by 
the description at least page 8, lines 14-17 ("Preferably, these ligands, being other than 
polyclonal antibodies, provide a therapeutically useful plateau level by only partially 
Inhibiting the function of the targeted fa<^or so that a residual activity of the factor 
remains even when the ligand is used In a molar excess (emphasis added).") and on 
page 10, line 37 through page 11, line 2 (''The ligands may be anti-factor VIM antibodies 
or arttibodies against a factor VIII complex, in particular human or human hybrid 
monoclonal antibodies which bind to factor VIII or a factor VIII complex and at least 
pBrtially Inhibit the activity of factor VIII (emphasis added).") 

80% identical to the amino acid seouence depicted In figure 8 
With the cancellation of claim 52, this rejection should be wittidrawn. 

Having the capacitv of partially inactivity factor VIII activity when said monocional 
antibody is physiological excess 

With the cancellation of claim 52, this rejection should be withdrawn. 

Rejection under 35 U.S.C. 5 112, first paragraph fbiologicaf deposit) 

Applicants include a Declaration by co-inventor, Dr. Marc G. Jacquemin, stating 
that the deposit, LMBP 5089CB, shall be maintained for a term of at least thirty (30) 
years or five (5) years after the most recent request for the furnishing of a sample of the 
deposit was received by the BCCM™ or for the enforceable life of the patent for which 
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the deposit was made, as well as indicating that any restrictions on the availability to the 
public of cell line LMBP 5089CB will be irrevocably removed upon the granting of a 
patent on this application, with the exception of those restrictions listed in 37 C.F,R. 
§ 1.808(b). This rejection should therefore be withdrawn. 

Rejection under g 1 12. first paragraph fenablement/written description) 

Claims 52-57 are rejected under 35 U.S,C. 112, first paragraph, because the 
specification, does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and use the invention commensurate in 
scope with these claims. This rejection should be withdrawn in view of the cancellation 
of claims 52-57. 

Rejecb'ons under 35 U.S.C, S 102 fa) 

Claims 56-57 stand rejected under 35 U.S.C. § 102 (a) as being anticipated by 
Jacquemin et al. (Blood 92:496-506). TTiis rejection should be withdrawn in view of the 
cancellation of claims 56-57. 

Claims 49-53, 55, and 57 stand rejected under 35 U.S.C. § 102 (a) as being 
anticipated by Jacquemin (Gilles) et aL (Blood 92:pp710). As applied to pending claim 
49-51 , this rejection should be withdrawn.'* 

In connection with Jacquemin et al. (Blood 92:710 (Abstract #2917)} or Gilles et 
al. (Blood 92:710 (Abstract #2919)) references. Applicants submit a Declaration by Dr. 
Marc G. Jacquemin stating that any description of the present invention in these 
publications was the contribution of the present inventors. Marc G. Jacquemin and 
Jean-Marie Saint-Remy, alone. As the cited Jacquemin et al. (Blood 92:710 (Abstract 
#2917)) or Gilles et al. (Blood 92:710 (Abstract #2919)) references are not prior art 
under 35 U.S.C.§ 102 (a), this basis of rejection should be withdrawn. 

In addition, this rejection, as applied to claims 52, 53, 55, and 57, should be 
withdrawn as these claims have been cancelled by the present amendment 

' The Office Action refers to JacqLjemin (GKIes), which on p. 71 0 of Blood (vol. 92) IhcJudes Jaoquamln et al. Mutation ARG 2150 
— »^HIS in the Factor VMl CI Domain Alters the Binding of Factor Vlll to von Willebrand Fador and is Responsible for a Mild 
Hemophilia A Phenotypa (Abstract #29 17) and GHIes at ai, The Ar^g 2150 His Mutation Within tha Factoi' Vlll Cl Domdin CMmindtes 
a B Cell Epitopa That is Present Only on Factor VI li von Willebrand Factor Complexes (Abstract #291 6). 

8 
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Rejections under 35 U.S.C. S 103 fa) 

Claim 56 stands rejected under 35 U.S.C, § 103 (a) as unpatentable over 
Jacquemin (Gilles) et al. or Jacquemin et al. (Blood, 92:496-506) each in view of U.S. 
Patent No. 6.602,015. Claims 60 and 53 stand rejected as unpatentable over 
Jacquemin (Gilles) et al. in view of Owens et al. (1994). Claim 54 is also rejected as 
unpatentable over Jacquemin (Gilles) et al. in view of U.S. Patent No. 6,127,337. 

In reply to the rejection of claim 56, this rejection should be withdrawn as this 
claim has been canceled. 

In connection witti the rejection of daim 50 over Jacquemin (Gilles) et al. this 
rejection may also be withdrawn. Applicants again direct the Examiner's attention to the 
accompanying Declaration of Dr. Marc G. Jacquemin, where it stated that any 
description of the present Invention In the Jacquemin (Gilles) et al, (Blood 92:710 
(Abstract #2917) or Gilles et al. (Blood 92:710 (Abstract #2919)) was the contribution of 
the Instant inventors alone. As the Jacquemin et aL (Blood 92:710 (Abstract ^917)) or 
Gilles et al. (Blood 92:710 (Abstract ^919)) references are not prior art under 35 
U.S.C. § 102, these references cannot be used as the basis of an obviousness 
rejection. The secondary reference, Owens et al. (1994), cannot support this rejection 
alone, and the rejection of claim 50 may be withdrawn. 

Finally, as claims 53, 54, and 56 have been canceled, the § 103 rejection as 
applied to these claims may also be withdrawn. 
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CONCLUSION 



Applicants submit that this case is now in condition for allowance, and such 
action is respectfully requested. 

If there are any charges or any credits, please apply them to Deposit Account 
No. 03-2095. 



Date: 



Clailc&ElbingLLP 
101 Federal Street 
Boston, MA 021 10 
Telephone: 617-428-0200 
Facsimile: 617-428-7045 



Respectfully submitted. 



(James D. DeCamp, Ph.D. 
1^. No. 43.580 
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